The patient was confined strictly to bed and treated as for congestive cardiac failure. In addition she was given Vitamin B Complex 1 ampoule I.M. alternate days, Vitamin C 100 mg. t.i.d. and Penicillin 500,000 units bd.
24-5-57.-The cedema had subsided slightly. Chest X-ray report, "There is a little fluid at each costo phrenic angle. The heart is markedly enlarged." E.G.C.-A low voltage tracing showing no definite abnormality. 3-6-57.-The cedema had now subsided sufficiently for a hard fixed mass to be palpable in the R.I.F. The liver was now definitely four finger breadths enlarged and very hard.
11-6-57.-Barium Meal.-nothing abnormal in cesophagus, stomach or duodenal cap. 24-6-57.-The patient had been allowed up, but she now became very dyspnceic and had a bluish flushing of the face and neck.
26-6-57. 2. Nodule removed from liver for histology. 4-7-57.-Report on nodule from liver. "Secondary carcinoid."
Report on 24-hour specimen urine.-'The patient is excreting grossly abnormal quantities of 5 hydroxyindole acetic acid-the most probable cause of which is an argentaffinoma. There is in addition excretion of serotonin, 5 hydroxy-tyrptophane, indole lactic acid, indole acetic acid and 5 hydroxy acetic acid sulphate. The presence of these latter compounds suggests the presence of renal metastases from a carcinoid."
Following operation the patient' s condition did not improve and on 10-7-57 she started to become incontinent of urine and feces.
13-7-57.-CEdema of legs now very marked. Patient drowsy and confused. Incontinent of urine and faeces.
She showed gradual deterioration and died on 31-7-57.
POST-MORTEM (Dr. J. Lowry). Gross Findings.
Cardiovascular System.-The heart was moderately enlarged, with dilatation of the right ventricle. The left ventricle was markedly hypertrophied. The tricuspid valve was thicker and more opaque than normal but there was no definite tricuspid stenosis. The pulmonary, mitral, and aortic valves were normal. The coronary arteries were grossly atheromatous.
Abdomen.-A mass 32" x 22" x 21" was present in the angle between the ileum and caecum, both of which were densely adherent to it. This mass superiorly extended up to and was adherent to the pancreas; it was yellow in colour and showed areas of hsemorrhage and necrosis. On section, apart from the large tumour mass a smaller round one 1" in diameter was present in the submucosa of the cacum.
Liver.-Enlarged with secondary deposits visible under the capsule. On section, the right lobe was almost entirely replaced by tumour deposit.
Kidneys.-Both appeared to be normal .
HISTOLOGY.
Heart.-Some patchy increase of fibrous tissue throughout the myocardium suggestive of DISCUSSION. Carcinoids arise from the argentaffin (Kulschitsky) cells of the crypts of Lieberkiuhn, so that they may be found anywhere along the intestine. Many are discovered as a chance finding on histological examination of specimens from appendicectomies, but these are mainly of the benign variety. Only about 20% of carcinoids show malignant changes (Ogilvie, 1951) , and these appear to arise mainly in the terminal ileum or cacum, and occasionally in the appendix.
Malignant carcinoids metastasise to the liver and to mesenteric and para-aortic lymph glands. In many cases the right lobe of the liver is grossly infiltrated, whereas the left lobe may be almost clear. (Lancet, 1955) .
The cardiac lesions have been accurately described by Smith and Campbell (1956) . The end result is usually pulmonary stenosis, often with tricuspid incompetence.
The disease process appears to be a gradual thickening of the valve cusps due to deposition of platelets, with subsequent organisation. Platelets may also be deposited in the pulmonary arteries. This is not a thrombotic process, such as occurs in subacute bacterial endocarditis. It has been suggested that the pulmonary vascular lesions are merely a hypertrophic phenomenon following a prolonged vaso-constriction (Jenkins and Butcher, 1955) .
The cardiac lesions are not related to the cyanosis which is often a feature of early cases. Selzer et al. (1949) Diarrhoea wvhiclh occurs at some stage in evcry case is intermittent in nature, the patient hiaving(, a normal bowel habit for several days or weeks, then an attack of diarrhoea lasting some 1-3 days during whiclh 5-6 watery stools per day are passe(l. These attacks may become more frequent but always maintain their intermittent nature. There are often severe cramps. An important feature is that occult blood is only very rarely present in the stools.
CIEdema and ascites occur usually as a terminal feature in the Biorck-Thorson syndrome. A variety of factors, congestive heart failure, compression of inferior vena cava, hepatic failure, vitamin dleficiency (consequent on chronic diarrhoea) and capillary damage due to toxic products from the tumour, has been suggested and may contribute.
The patient described had an eczematous rash on the legs and abdomen. rhis was thought at the time to be due to gross oedlema, and as the cedema subsided the rash disappeared. However in a series of twenty cases reviewed by Duncan, Garven and Gibbons (1955) , four (20 per cent.) had an eczematous rash on the legs and abdomen, and sometimes on the hands.
During her stay in hospital, it was noted that the patient became confused at night and later during the day also. In the series reviewed by Duncan, Garven and Gibbons (19, , three (15 per cent.) had nervous symptoms of this type. This may be due to a disturbance of brain metabolism by high levels of serotonin. Woolley and Shaw (1954) believe that certain psychoses such as schizophrenia may be related to abnormal levels of serotonin.
Treatment has, so far, been disappointing in that it must be only symptomatic. Many of these cases progress only very slowly and various forms of specific treatment appear only to accelerate the course of the disease. Deep X-ray therapy (Shaw and Smith, 1956 ) and intravenous injection of radioactive gold (Aul98) (Goble et al.) have been tried, in both cases with the object of destroying hepatic secondaries (Au198 is concentrated in the liver). Serotonin antagonists (hysergic acid, and "B.O.L. 148") have also been tested, unfortunately a dose of these compounds sufficient to produce any noticeable effect produces convulsions and delirium. Surgical removal of the primary tumour and lymphatic secondaries has led to a temporary symptomatic improvement, but in all cases so far recorded, liver metastases were present, and these could not be extirpated.
SUMMARY.
The Bibrck-Thorson syndrome associated with malignant carcinoid of the small intestine is described and illustrated by a case occurring in a 62-year-old woman. Her primary complaints were marked swelling of the legs, breathlessness, and diarrhcea. As abdominal cedema subsided a mass became palpaple in the right iliac fossa. The primary growth was found to be in the coecum, and there were massive secondaries in the mesenteric and para aortic lymph glands, and in the liver. The tricuspid valve showedl thickening by fibrous tissue. Large quantities of 5 hydroxy-tryptaminie were present in the urine. TIreatment was unsuccessful and the patient died after an illness lasting almost four months. Features of the syndrome and their pathogenesis are discussed.
